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=> fil reg 

FILE 'REGISTRY' ENTERED AT 15:34:18 ON 17 MAY 2 0 04 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 16 MAY 2004 HIGHEST RN 682330-24-1 
DICTIONARY FILE UPDATES: 16 MAY 2004 HIGHEST RN 682330-24-1 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2004 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : //www . cas . org/ONLINE/DBSS/registryss . html 

=> d ide can tot 129 

L29 ANSWER 1 OF 2 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 219828-15-6 REGISTRY 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R) -2- [ (3R) -5- (3 -f luorophenyl) -3 - 

hydroxypentyl] -3-hydroxy-5-oxocyclopentyl] (5Z) - (9CI) (CA INDEX NAME) 
FS STEREOSEARCH 
MF C23 H31 F 05 
SR CA 

LC STN Files: CA, CAPLUS 

Absolute stereochemistry. 
Double bond geometry as shown. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 130:119579 

L29 ANSWER 2 OF 2 REGISTRY COPYRIGHT 2 004 ACS on STN 
RN 219827-63-1 REGISTRY 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R) -2 - [ {3R) -5- (3 -f luorophenyl) -3 - 

hydroxypentyl] -3-hydroxy-5-oxocyclopentyl] 1-methylethyl ester, (5Z) - 
(9CI) (CA INDEX NAME) 

FS STEREOSEARCH 



fay - 09 / 445919 



Page 2 



MF C26 H37 F 05 
SR CA 

LC STN Files: CA, CAPLUS 

Absolute stereochemistry. 
Double bond geometry as shown. 



0 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 1: 130:119579 



=> d sta que 174 
L72 STR 



0 6 



Gl- 



4\ 



c^c — C 

9 10 11 



C-/vC-v^ A 
17 18 29 



16 
0 



14 



-O 
15 



c— 

©2 3 



-G2 
24 



28 
0 

O C— G3 

®25 26 27 



VAR Gl=C/23 

VAR G2=OH/ME/ET/OME/25 
VAR G3=AK/CY 
NODE ATTRIBUTES: 
CONNECT IS E2 RC AT 11 
CONNECT IS E3 RC AT 14 
CONNECT IS Ml RC AT 15 
CONNECT IS Ml RC AT 2 9 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 
RSPEC 4 

NUMBER OF NODES IS 22 



STEREO ATTRIBUTES: NONE 

L74 10918 SEA FILE=REGISTRY CSS FUL L72 
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100.0% PROCESSED 34389 ITERATIONS 10918 ANSWERS 

SEARCH TIME: 00.00.02 



=> d his 

(FILE 'HOME' ENTERED AT 13:48:38 ON 17 MAY 2004) 
SET COST OFF 

FILE 'HCAPLUS' ENTERED AT 13:49:29 ON 17 MAY 2004 
LI IS W098-SE1368/AP,PRN OR SE97 -2 706/AP , PRN 

E STJERNSCHANTZ J/AU 
L2 85 S E3-E7 

E RESUL B/AU 
L3 50 S E3,E4 

E LAKE S/AU 
L4 34 S E3-E7,E13 

SEL RN LI 

FILE 'REGISTRY' ENTERED AT 13:50:50 ON 17 MAY 2004 
L5 38 S E1-E38 

L6 11 S L5 AND 46 . 150 . 18/RID AND F/ELS AND NR>=2 

L7 6 S L6 NOT SI/ELS 

L8 27 S L5 NOT L6 

L9 22 S L8 AND NR>=1 

LIO 18 S L9 NOT Sl/ELS 

Lll 12 S LIO NOT 46. 150. 18/RID 

L12 4 S Lll NOT C4/ES 

L13 2 S L12 AND C5/ES 

E PGE2/CN 
L14 1 S E3 

FILE 'HCAPLUS' ENTERED AT 13:59:52 ON 17 MAY 2004 
L15 139 S L2-L4 NOT LI 

FILE 'REGISTRY' ENTERED AT 14:00:04 ON 17 MAY 2004 

FILE 'HCAPLUS' ENTERED AT 14:00:04 ON 17 MAY 2004 
SET SMARTSELECT ON 
L16 SEL L15 1- RN : 782 TERMS 

SET SMARTSELECT OFF 

FILE 'REGISTRY' ENTERED AT 14:00:10 ON 17 MAY 2004 



L17 


782 


S 


L16 






L18 


176 


S 


L17 


AND 


C5/ES 


L19 


48 


S 


L18 


AND 


1/NR 


L20 


5 


S 


L19 


AND 


PGE2 


L21 


6 


s 


L17 


AND 


TRINOR 


L22 


6 


s 


L18 


AND 


DIHYDRO 


L23 


814 


s 


L5,L17 




L24 


21 


s 


L23 


AND 


46. 150. 18/RID AND F/ELS 


L2 5 


13 


s 


L24 


NOT 


(N OR SI) /ELS 


L26 


11 


s 


L2 5 


AND 


NR> = 2 


L27 


9 


s 


L2 6 


NOT 


S/ELS 


L28 


8 


s 


L2 7 


NOT 


C15H13F02 



SEL RN 1 6 

L29 2 S E1-E2 

L30 61 S L23 AND 15 

L31 55 S L30 NOT C6/ES 

L32 50 S L31 NOT UNSPECIFIED 

L33 39 S L32 NOT (SI OR N OR S) /ELS 

L34 13 S L33 NOT 16.127. l/RID 
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L35 26 S L33 NOT L34 
L36 3 S L35 AND "E2" 

L37 23 S L35 NOT L36 
L38 2 S L37 AND PGE2 

L39 21 S L37 NOT L38 
L40 2 S L39 AND C20H32O5 



FILE 'HCAPLUS' ENTERED AT 14:20:46 ON 17 MAY 2004 



L41 74 91 S TRIMETHYLENE 

L42 3 S L41 AND PGE2 

L43 23 S L41 AND ?PROSTA? 

L44 4 S L43 AND "E2" 

L45 19 S L43 NOT L44 

L46 4 S L45 AND 16 16 



FILE 'REGISTRY' ENTERED AT 14:24:26 ON 17 MAY 2 004 



L47 


1 


S 


63357-23 


.-3 


L4 8 


51 


S 


L23 AND 


C5/ES AND 1/NR 


L4 9 


10 


S 


L4 8 NOT 


16.127.1/RID 


L50 


41 


S 


L4 8 NOT 


L4 9 


L51 


29 


S 


L50 NOT 


(SI OR S OR N), 


L52 


23 


S 


L51 AND 


(15S OR 15R) 


L53 


6 


S 


L51 NOT 


L52 


L54 


13 


S 


L52 AND 


0X0 


L55 


10 


S 


L52 NOT 


L54 






E 


PGE2 




L56 


211 


S 


E3 




L57 


198 


S 


L56 AND 


15 


L58 


51 


S 


L56 AND 


15R 


L59 


126 


S 


L56 AND 


15S 


L60 


198 


S 


L57-L59 




L61 


154 


S 


L60 AND 


1/NR 


L62 


141 


S 


L61 NOT 


(N OR S OR SI < 


L63 


73 


s 


L62 NOT 


ESTER 


L64 


70 


s 


L63 NOT 


L23 


L65 


66 


s 


L64 AND 


1/NC 


L66 


21 


s 


L65 AND 


16 


L67 


7 


s 


L66 AND 


16 16 


L68 


16 


s 


L62 AND 


16 16 


L69 


9 


s 


L68 NOT 


L67 


L70 




STR 




L71 


50 


S 


L70 CSS 




L72 




STR L70 




L73 


50 


S 


L72 CSS 


SAM 


L74 


10918 


S 


L72 CSS 


FUL 



FILE 'HCAPLUS' ENTERED AT 15:22:13 ON 17 MAY 2004 



L75 


1 


S 


L2 9 






E 


PROSTANOID RECEPTOR/CT 


L76 


271 


S 


E7 


L77 


9 


S 


L76 AND ?GLAUCOM? 


L78 


8 


S 


L76 AND (EYE OR 70CULAR?) (L) (7HYPERTENS? OR 7HYP0TENS?) 






E 


GLAUCOMA/ CT 


L79 


110 


S 


E3 


L80 


3766 


S 


E4-E6 






E 


E4+ALL 


L81 


3876 


S 


E9,E10,E8+NT 


L82 


723 


S 


E12-E13/BI 






E 


E14+ALL 


L83 


1362 


S 


E3 


L84 


8 


S 


L76 AND L79-L83 


L85 


42287 


S 


L74 


L86 


198 


s 


L76 AND L85 
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L87 10 S L75,L77,L78,L84 

L88 6 S L86 AND L87 

L89 10 S L87,L88 

L90 473 S L85 AND EPl 

L91 7 S L90 AND L79-L83 

L92 8 S L90 AND TGLAUCOM? 

L93 11 S L90 AND (EYE OR ?OCULAR?) (L) (7HYPERTENS? OR 7HYP0TENS?) 

L94 16 S L89,L91-L93 

L95 1 S L2-L4 AND L75 

L96 51 S L2-L4 AND L85 

L97 2 S L96 AND EPl 

L98 22 S L96 AND L79-L83 

L99 26 S L96 AND ?GLAUCOM? 

LlOO 12 S L96 AND (EYE OR ?OCULAR?) (L) (?HYPERTENS? OR ?HYPOTENS?) 

LlOl 16 S L1,L94,L95,L97 

L102 49 S L96,L98-L100 NOT LlOl 

L103 35 S L102 AND (PY<=1998 OR PRY<=1998 OR AY<=1998) 

L104 8 S LlOl AND (PY<=1998 OR PRY<=1998 OR AY<=1998) 

L105 3 S L104 AND PGE2 

L106 8 S L104,L105 

L107 7 S L106 NOT 3/SC 

L108 8 S LlOl NOT L106 

L109 1 S L108 AND RESUL ?/AU 

LllO 8 S L107,L109 

Llll 12 S L103 AND (PGE2 OR "E2") 

SEL DN AN 11 12 Llll 

L112 2 S E1-E6 AND Llll 

L113 10 S L110,L112 



FILE 'REGISTRY' ENTERED AT 15:34:18 ON 17 MAY 2004 
=> fil hcaplus 

FILE 'HCAPLUS' ENTERED AT 15:34:37 ON 17 MAY 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 17 May 2004 VOL 140 ISS 21 
FILE LAST UPDATED: 16 May 2004 (2 0040516/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> => d all hitstr tot 1113 

L113 ANSWER 1 OF 10 HCAPLUS COPYRIGHT 2 004 ACS on STN 
AN 2002:770134 HCAPLUS 
DN 137:279023 

ED Entered STN: 10 Oct 2 002 

TI Preparation of thromboxane ligands without blood clotting side effects 
IN Burk, Robert M.; Krauss, Achim H. P.; Woodward, David F. 
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PA Allergan, Inc., USA 

SO U.S., 18 pp., Cont . -in-part of U.S. Ser. No. 331,356, abandoned. 

CODEN: USXXAM 
DT Patent 
LA English 
IC ICM C07D307-93 

ICS A01K031-343 
NCL 514469000 

CC 26-3 (Biomolecules and Their Synthetic Analogs) 

Section cross -reference (s) : 1, 63 
FAN.CNT 6 

PATENT NO. KIND DATE APPLICATION NO. DATE 



US 


6462077 


Bl 


20021008 


us 


5416106 


A 


19950516 


US 


5516791 


A 


19960514 


us 


5650431 


A 


19970722 


us 


5741812 


A 


19980421 


us 


2003109571 


Al 


20030612 


us 


1993-174534 


A3 


19931228 


us 


1995-378414 


A2 


19950126 


us 


1996-645467 


A2 


19960513 


us 


1997-832431 


Al 


19970402 


us 


1998-38068 


Bl 


19980311 


us 


1999-331356 


B2 


19990616 


us 


1999-334356 


B2 


19990616 


us 


2001-899713 


Al 


20010705 



OS MARPAT 137:279023 
GI 



US 


2001- 


899713 


20010705 


< - 


us 


1993- 


174534 


19931228 


< - 


US 


1995- 


378414 


19950126 


< - 


us 


1996- 


645467 


19960513 


< - 


us 


1997- 


832431 


19970402 


< - 


us 


2002- 


213190 


20020805 


< - 



< - - 

< - - 

< - - 

< - - 

< - - 



A— X 




A— B 




OH 



II 



AB Thromboxane agonists of formula I [A = alkylene, alkenylene, etc.; B = Me, 
cycloalkyl, aryl, heteroaryl, etc.; X = (substituted) CH20H, (substituted) 
C02H, etc.; Y = (CH2)n; n = 1-2; Z = {CH2)m; m = 0-1] are prepared The 
compds . are used for the treatment of ocular hypotension 
, hypertension, hemorrhage, myocardial ischemia, angina 
pectoris, coronary contraction, cerebrovascular contraction after 
subarachnoidal hemorrhage, cerebral hemorrhage and asthma. Thus, II was 
prepared from U-46619 in two steps. II exhibited pronounced activity in 
contracting vascular smooth muscle. 

ST thromboxane ligand prepn ocular hypotension; 

hemorrhage treatment thromboxane agonist prepn 

IT Thromboxanes 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(agonists; preparation of thromboxane ligands without blood clotting side 

effects) 
IT Heart, disease 

(angina pectoris; preparation of thromboxane ligands without blood clotting 

side effects) 
IT Thromboxanes 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
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(Uses) 

(antagonists; preparation of thromboxane ligands without blood clotting side 
effects) 
IT Meninges 

(disease, subarachnoid hemorrhage; preparation of thromboxane ligands 

without blood clotting side effects) 
IT Brain, disease 

(hemorrhage; preparation of thromboxane ligands without blood clotting side 

effects) 
IT Heart , disease 

(ischemia; preparation of thromboxane ligands without blood clotting side 

effects) 
IT Hypotension 

(ocular; preparation of thromboxane ligands without blood clotting 
side effects) 
IT Cell aggregation 

(platelet; preparation of thromboxane ligands without blood clotting side 
effects) 
IT Asthma 

Cardiac contraction 

Hemorrhage 

Human 

Hypertension 

(preparation of thromboxane ligands without blood clotting side effects) 
IT Thromboxane receptors 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(preparation of thromboxane ligands without blood clotting side effects) 
IT Hypertension 

(pulmonary; preparation of thromboxane ligands without blood clotting side 
effects) 
IT Prostanoid receptors 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(type EP; preparation of thromboxane ligands without blood clotting side 
effects) 
IT Prostanoid receptors 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(type EPl; preparation of thromboxane ligands without blood 
clotting side effects) 
IT Prostanoid receptors 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(type EP3; preparation of thromboxane ligands without blood clotting side 
effects) 
IT 167270-44-2P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of thromboxane ligands without blood clotting side effects) 
IT 159359-94-lP 159359-95-2P 159359-97-4P 159359-98-5P 167270-49-7P 
167270-51-lP 193149-59-6P 193149-60-9P 193149-61-OP 193149-62-lP 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of thromboxane ligands without blood clotting side effects) 
IT 75-31-0, Isopropylamine, reactions 551-11-1, PGF2a 

3282-30-2, Trimethylacetyl chloride 56985-40-1, U-46619 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of thromboxane ligands without blood clotting side effects) 
IT 65147-38-8P 71845-64-2P 135877-48-4P 

136198-86-2P 147555-69-9P 147555-72-4P 159359-93-OP 

159359-96-3P 167270-42-OP 167270-43-1P 167270-45-3P 167270-46-4P 
167270 -4 7 -5P 1672 7 0 -48 -6P 3 04 854- 64 -6P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; prep (Preparation); RACT 
(Reactant or reagent) 



fay - 09 / 445919 Page 8 

(preparation of thromboxane ligands without blood clotting side effects) 
RE.CNT 17 THERE ARE 17 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Anon; EP 0364417 1990 HCAPLUS 

(2) Bito; US 4599353 A 1986 HCAPLUS 

(3) Bito, L; Applied Pharmacology in the Medical Treatment of Glaucomas 1984, 
P477 HCAPLUS 

(4) Bito, L; Arch Ophthalmol 1987, V105, P1036 MEDLINE 

(5) Burk; US 5416106 A 1995 HCAPLUS 

(6) Burk; US 5516791 A 1996 HCAPLUS 

(7) Burk; US 5741812 A 1998 HCAPLUS 

(8) Burk; Tetrahedron Letters 1993, V34 (3) , P395 HCAPLUS 

(9) Chan; US 4994274 A 1991 HCAPLUS 

(10) Chan; US 5034413 A 1991 HCAPLUS 

(11) Coleman, R; Br J Pharmacol V73, P773 HCAPLUS 

(12) Grover; US 4931460 A 1990 HCAPLUS 

(13) Larock; US 4436934 A 1984 HCAPLUS 

(14) Lieb; US 4622339 A 1986 HCAPLUS 

(15) Nilsson; Invest Ophtalmol Vis Sci 1987, suppl, P284 

(16) Siebold; Prodrug 1989, V5, P3 

(17) Starr, M; Exp Eye Research 1971, P170 HCAPLUS 
IT 551-11-1, PGF2a 

RL: RCT (Reactant) ; RACT (React ant or reagent) 

(preparation of thromboxane ligands without blood clotting side effects) 
RN 551-11-1 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9, 11, 15-trihydroxy- , 
(5Z, 9a, lla, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



HO 




IT 65147-38-8P 71845-64-2P 135877-48-4P 
136198-86-2P 147555-72-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of thromboxane ligands without blood clotting side effects) 
RN 65147-38-8 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 15- [ [ (1, 1-dimethylethyl) dimethylsilyl] oxy] - 
9, 11-dihydroxy- , methyl ester, (5Z , 9a , lla, 13E, 15S) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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Me 



RN 71845-64-2 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9, 11, 15-trihydroxy- , phenylmethyl ester, 
(5Z,9a,lla,13E,15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 135877-48-4 HCAPLUS 

CN Prosta-5, 13 -dien-l-oic acid, 15- (2 , 2 -dimethyl -1-oxopropoxy) -9, 11-dihydroxy- 
, phenylmethyl ester, (5Z , 9a, 11a, 13E, 15S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




O 



RN 136198-86-2 HCAPLUS 

CN Prosta-5, 13 -dien-l-oic acid, 15- (2 , 2 -dimethyl -1-oxopropoxy) -9, 11-dihydroxy- 
, methyl ester, (5Z , 9a, 11a, 13E, 15S} - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Double bond geometry as shovm. 



Page 




Me 



o 



RN 147555-72-4 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 15- [ [ (1, 1-dimethylethyl) dimethylsilyl] oxy] - 
9; 11-dihydroxy- , phenylmethyl ester, (5Z , 9a, 11a, 13E, 15S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




L113 ANSWER 2 OF 10 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 2000 : 404486 HCAPLUS 
DN 133:275770 

ED Entered STN: 2 0 Jun 2 000 

TI Microvascular effects of selective prostaglandin analogues in the eye with 

special reference to latanoprost and glaucoma treatment 
AU Stjernschantz, Johan; Selen, Goran; Astin, Maria; Resul, 

Bahrain 

CS Department of Neuroscience, Unit of Pharmacology, Uppsala University, 
Uppsala, Swed. 

SO Progress in Retinal and Eye Research (2000), 19(4), 459-496 
CODEN: PRTRES; ISSN: 1350-9462 

PB Elsevier Science Ltd. 

DT Journal; General Review 

LA English 

CC 1-0 (Pharmacology) 

Section cross-reference (s ) : 2 

AB A review with many refs. Prostaglandin F2a analogs have recently 
been introduced on the market for glaucoma treatment. While 
these drugs have a we 11 -documented intraocular pressure reducing effect 
only a limited number of studies have been published regarding their effects 
on the microvasculature in the eye. Since many naturally occurring 
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prostaglandins have marked effects on the cardiovascular system it is 
conceivable that synthetic prostaglandins used as glaucoma drugs 
may exert microvascular effects in the eye, even if they exhibit receptor 
selectivity. Latanoprost, the active principle of Xalatan eye drops, is a 
selective FP prostanoid receptor agonist, and much of the paper is focused 
on the microvascular effects of latanoprost and some closely related 
prostaglandin analogs. The purpose of the paper is to review the 
literature on the microvascular effects of prostaglandins in the eye, and 
to present some unpublished data on the effects of selective prostaglandin 
analogs. Most of the prostaglandin analogs studied exhibit selectivity 
for the FP prostanoid receptor. Results from studies with the following 
prostaglandin analogs are presented in the paper: PGF2a-iso-Pr ester 
(PGF2a-IE) , 17-phenyl-18, 19, 20-trinor-PGF2a-iso-Pr ester 
(17-phenyl-PGF2a-IE) , 15 -keto- 17 -phenyl - 18 , 19 , 20-trinor-PGF2a- 
iso-Pr ester (15-keto-17-phenyl-PGF2a-IE) , 13 , 14 -dihydro-17-phenyl- 
18, 19, 20-trinor-PGF2a-iso-Pr ester (latanoprost) , 

13 , 14-dihydro-15R, S-17-phenyl-18 , 19 , 2 0 -trinor-PGF2a-iso-Pr ester 
(PhXA34) , 17-phenyl-18, 19,20-trinor-PGE2-iso-Pr ester (17-phenyl -PGE2-IE) , 
and 19R-hydroxy-PGE2 ( 19R-OH-PGE2 ) . The regional blood flow has been 
determined with radioactively labeled microspheres, the blood volume with 51Cr 
labeled erythrocytes and the capillary permeability to albumin with 1251 
and 1311 labeled albumin. PGF2a-IE has been shown to exert marked 
microvascular effects in the rabbit anterior segment including 
vasodilation, increased capillary permeability, and a breakdown of the 
blood-aqueous barrier. 17-Phenyl-PGF2a-IE, 15-keto-17-phenyl- 
PGF2a-IE, and PhXA3 4 /latanoprost exerted significantly less 
vasodilatory effect, and little effect on capillary permeability was seen 
with the FP receptor agonists when studied with Evans blue. I. v. 
administration of PhXA34 at a dose range of 1-100 |ag/kg b.w. had no 
consistent effect on the regional blood flow in the eye indicating that FP 
receptors in the ocular blood vessels are not expressed in the rabbit, or 
alternatively are not functionally coupled to regulation of vascular tone. 
In cats topical application of PGF2a-IE had no significant effect 
the on the regional blood flow in cannulated eyes. No blood flow expts . 
were performed in intact eyes with PGF2a-IE, 17-phenyl-PGF2a- 
lE and latanoprost caused some vasodilation in the anterior segment. None 
of the analogs had any significant effect on the blood volume in the ocular 
tissues, but an increase in capillary permeability to albumin was seen in 
several tissues of the eye. However, in the eyelid, nictitating membrane 
and conjunctiva exposed to high concns . of the prostaglandins no or only 
little leakage of albumin was detected. It appears that the intraocular 
microvasculature in the cat exhibits some sensitivity to FP prostanoid 
receptor agonists. In the cynomolgus monkey eye PGF2a-IE has been 
shown to cause a dramatic increase in blood flow of the anterior uvea, but 
only weak effect was detected with the selective FP receptor agonists and 
an EPl receptor agonist after topical administration. I. v. 
infusion of latanoprost at a dose range of 0.6-6 (ig/kg b.w. had little 
effect on the blood flow in most ocular tissues, and the same was true for 
17 -phenyl -PGE2 , a relatively selective EPl receptor agonist, 
after intracardiac infusion at about the same dose range. I. v. infusion 
of the EP2 receptor agonist 19R-OH-PGE2 markedly reduced the vascular 
resistance in the eye. No significant effect was seen on the blood volume 
in the ocular tissues with any of the FP receptor agonists after topical 
administration. PGF2a-IE increased the capillary permeability to 
albumin in the anterior segment and possibly the retina, but 
17-phenyl-PGF2a-IE and latanoprost/PhXA34 had no effect on capillary 
permeability in any of the ocular tissues. Based on the results of 
previous studies and the expts. described in the present paper it is 
evident that PGF2a has significant microvascular effects in the 
rabbit, cat and monkey eye, causing vasodilation and/or increased 
capillary permeability, whereas selective FP receptor agonists such as 
latanoprost exert no or minimal effects in the primate eye, and markedly 
reduced microvascular effects in the rabbit eye. However, little 
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difference between PGF2a and the selective FP receptor agonists was 

seen in the cat eyes. It also appears that the EPl receptor 

like the FP receptor is not involved in the regulation of vascular tone in 

the primate eye, whereas stimulation of the EP2 receptor reduces the 

vascular resistance in the monkey eye. Finally, the microvascular 

parameters in the control eyes of cats and monkeys are compared and 

discussed. 

ST review prostaglandin analog latanoprost antiglaucoma 

microvascular effect; species difference eye vascular tone latanoprost 
antiglaucoma review 

IT Capillary vessel 

(endothelium; microvascular effects of prostaglandins in the eye) 

IT Antiglaucoma agents 
Eye 

Species differences 

(microvascular effects of prostaglandins in the eye) 
IT Prostaglandins 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(microvascular effects of prostaglandins in the eye) 
IT Circulation 

(regional; microvascular effects of prostaglandins in the eye) 
IT 130209-82-4, Latanoprost 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(microvascular effects of prostaglandins in the eye) 
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CN 5-Heptenoic acid, 7- [ (1R,2R, 3R, 5S) -3 , 5-dihydroxy-2 - [ (3R) -3 -hydroxy-5- 

phenylpentyllcyclopentyl] -, 1-methylethyl ester, (5Z) - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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AB F-type prostaglandins I [R = heteroaryl such as thienyl; Rl = H, alkyl; X 
= OH, alkyloxy; Y = :0, H2] were prepared and formulated for use as 
ocular hypertensive agents. Thus, thienylprostaglandin 
II was prepared starting from [4- (2 , 5-dichloro-3-thienyl) -2-oxobutyl] - 
phosphonic acid di-Me ester and (3aa, 4a, 5P, 6aa) - 

hexahydro-2-oxo-5- [ (tetrahydro-2H-pyran-2-yl) oxy] -2H-cyclopenta [b] furan-4- 
carboxaldehyde . The prepared compds . were tested for binding activity to 
various prostanoid receptors, including EPl, EP2, and EPS. 
ST prostaglandin ocular hypertensive prepn; prostanoid 

receptor binding prostaglandin prepn 
IT Prostanoid receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(EP2; preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs . for use as ocular hypertensive agents) 
IT Prostanoid receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(EP3; preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs. for use as ocular hypertensive agents) 
IT Prostaglandins 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(F-type; preparation of cyclopentane heptan (ene) oic acid, 
2 -heteroarylalkenyl derivs. for use as ocular 
hypertensive agents) 
IT Prostanoid receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs. for use as ocular hypertensive agents) 
IT 225660-96-8P 225660-97-9P 225660-98-OP 

225660- 99-lP 225661-00-7P 225661-65-4P 

225661- 66-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs. for use as ocular hypertensive agents) 
IT 185067-61-2P 225661-01-8P 225661-02-9P 225661-03-OP 

225661-04-lP 225661-05-2P 225661-06-3P 225661-07-4P 225661-08-5P 
225661-09-6P 225661-10-9P 225661--11-0P 
225661-12-lP 225661-13-2P 225661-14-3P 
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225661-15-4P 225661-16-5P 225661-17-6P 225661-19-8P 
225661-22-3P 225661-24-5P 225661-27-8P 
225661-30-3P 225661-32-5P 225661-34-7P 

225661-36-9P 225661-39-2P 225661-41-6P 225661-43-8P 
225661-44-9P 225661-46-lP 225661-48-3P 

225661-50-7P 225661-51-8P 225661-52-9P 225661-54-lP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 

derivs . for use as ocular hypertensive agents) 
IT 75-04-7, Ethylamine, reactions 75-30-9, 2 - lodopropane 141-43-5, 

2-Hydroxyethylamine, reactions 17814-85-6 143393-77-5 185067-71-4 

185068-04-6 225661-67-6 225661-69-8 225661-70-1 225661-71-2 

225661-75-6 225661-77-8 225661-79-0 

225661-82-5 225661-83-6 225661-84-7 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 

derivs. for use as ocular hypertensive agents) 
IT 225661-55-2P 225661-56-3P 225661-57-4P 225661-59-6P 

22 5661-60 -9P 225661- 61- OP 22 5661-62 -IP 225661-63 -2P 
225661-64-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs. for use as ocular hypertensive agents) 
RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Allergan Inc; WO 9636599 A 1996 HCAPLUS 

(2) Allergan Inc; WO 9731895 A 1997 HCAPLUS 

(3) Burk, R; US 5834498 A 1998 HCAPLUS 

IT 225660-96-8P 225660-97-9P 225660-98-OP 

225660- 99-lP 225661-00-7P 225661-65-4P 

225661- 66-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs. for use as ocular hypertensive agents) 
RN 225660-96-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [ ( IR, 2R, 3R, 5S) -2- [ (1E,3S) -5- (5-cyano-2 -thienyl ) -3- 

hydroxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] - , (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225660-97-9 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (IE, 3S) -3 -hydroxy-5 - 

(3,4,5-trichloro-2-thienyl) -1-pentenyl] cyclopentyl] -, (5Z) -rel- (9CI) (CA 
INDEX NAME) 
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Relative stereochemistry. 
Double bond geometry as shown. 



HO2C. 



(CH2)3 




CI CI 



RN 225660-98-0 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (4 , 5-dichloro-2 -thienyl) -3- 
hydroxy-l-pentenyl] -3,5-dihydroxycyclopentyl] -, (5Z)-rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



HO2C. 



(CH2)3 




RN 225660-99-1 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5-dihydroxy-2- [(1E,3S) -3 -hydroxy-5 - (5- 
iodo-3-methyl-2-thienyl) -1-pentenyl] cyclopentyl] -, (5Z) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



HO2C. 



(CH2)3 




Ha~. 



RN 225661-00-7 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (4 -bromo-2 , 5-dimethyl -3 - 

thienyl) -3 -hydroxy- 1-pentenyl] -3,5-dihydroxycyclopentyl] (5Z)-rel- (9CI) 
(CA INDEX NAME) 



Relative stereochemistry. 
Double bond geometry as shown. 
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HO2C. 



(CH2)3 




RN 225661-65-4 HCAPLUS 

CN 5-Heptenoic acid, 7 - [ (IR, 2R, 3R, 5S) -2 - [ (3R) -5 - (4-bromo-5-methyl-2 -thienyl) 
3-hydroxypentyl] -3 , 5-dihydroxycyclopentyl] - , (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



HO2C. 



(CH2)3 




RN 225661-66-5 HCAPLUS 

CN 5-Heptenoic acid/ 7- [ (IR, 2R, 3R, 5S) -2 - [ (IE, 3S) -5 - (2 , 5 -dibromo-3 -thienyl) -3 - 
hydroxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] - , (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



HO2C. 



(CH2)3 




OH 



Br 



IT 185067-61-2P 225661-10-9P 225661-11-OP 
225661-12-lP 225661-13-2P 225661-14-3P 
225661-15-4P 225661-17-6P 225661-22-3P 
225661-24-5P 225661-27-8P 225661-30-3P 
225661-32-5P 225661-34-7P 225661-39-2P 
225661-44-9P 225661-46-lP 225661-48-3P 
225661-51-8P 225661-52-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) / USES (Uses) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs . for use as ocular hypertensive agents) 
RN 185067-61-2 HCAPLUS 
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CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (1E,3S) -5- (2 , 5 -dichloro-3 - thienyl ) -3- 
hydroxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] - , (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-10-9 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (1E,3S) -5- (5-cyano-2 -thienyl) -3- 
hydroxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] 1-methylethyl ester, 
(5Z)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry . 
Double bond geometry as shown. 




RN 225661-11-0 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5-dihydroxy-2 - [ (IE, 3S) -3 -hydroxy-5 - 

(3,4,5-trichloro-2-thienyl) -1-pentenyl] cyclopentyl] -, 1-methylethyl ester, 
(5Z)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-12-1 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (4 -bromo-5 -methyl -2 - 

thienyl) -3 -hydroxy- 1-pentenyl] -3 , 5 -dihydroxycyclopentyl] -, 1-methylethyl 
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ester, (5Z) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-13-2 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (1E,3S) -5- (2 , 5-dibromo-3 - thienyl) -3- 
hydroxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] 1-methylethyl ester, 
{5Z)-rel- (9CI) (CA INDEX NAME) 

Re 1 a t i ve s t e r eoc hemi s t ry . 
Double bond geometry as shovm. 




RN 225661-14-3 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (1R,2R,3R, 5S) -2 - [ ( IE , 3S) -5 - ( 3 , 4 -dibromo- 5 -methyl - 2 - 

thienyl) -3 -hydroxy- 1-pentenyl] -3 , 5-dihydroxycyclopentyl] (5Z) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry . 
Double bond geometry as shown. 




RN 225661-15-4 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [(1E,3S) -5- (4 -chloro-5 -methyl -2 - 

thienyl) -3 -methoxy- 1-pentenyl] -3 , 5-dihydroxycyclopentyl] -, (5Z) -rel- (9CI) 
(CA INDEX NAME) 
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Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-17-6 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2 - [ ( IE, 3S) -5- (4 -chloro-5 -methyl-2 - 

thienyl) -3 -hydroxy- 1 -pent enyl] -3 , 5 -dihydroxycyclopentyl] -, (5Z) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-22-3 HCAPLUS 

CN 5-Heptenoic acid, 7- [ ( IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (1E,3S) -3 -methoxy-5 - (3- 
methyl-2-thienyl) -1-pentenyl] cyclopentyl] - , {5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-24-5 HCAPLUS 

CN 5-Heptenoic acid, 7- [ { IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (1E,3S) - 3 -hydroxy-5 - (3- 
methyl-2 -thienyl) -1-pentenyl] cyclopentyl] -, (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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HO2C 




OH Me 



RN 225661-27-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5R) -3 , 5 -dihydroxy-2 - [ (IE, 3S) -3 -hydroxy-5 - (3- 
methyl-2-thienyl) -1-pentenyl] cyclopentyl] - , 1-methylethyl ester, (5Z) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry . 
Double bond geometry as shown. 



O 




OH Me 



RN 225661-30-3 HCAPLUS 

CN 5-Heptenoic acid, 7 - [ ( IR, 2R, 3R, 5S) -2 - [ ( IE, 3S) -5 - (3 , 4 -dibromo-2 - thienyl) -3 - 
hydroxy-l-pentenyl] -3, 5-dihydroxycyclopentyl] -, (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry . 
Double bond geometry as shown. 



HO2C 




OH Br Br 



RN 225661-32-5 HCAPLUS 

CN 5-Heptenoic acid, 7- [ ( IR, 2R, 3R, 5S) -2- [(1E,3S) -5- {5 -bromo-4 -methyl -2 - 

thienyl) -3 -me thoxy- 1-pentenyl] -3 , 5 -dihydroxycyclopentyl] -, (5Z) -rel- (9CI) 
(CA INDEX NAME) 



Relative stereochemistry . 
Double bond geometry as shown. 



fay - 09 / 445919 



Page 




RN 225661-34-7 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (IE, 3S) -3 -hydroxy-5 - (5- 
iodo-2-thienyl) -1-pentenyl] cyclopentyl] - , (52) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond ' geometry as shown. 




RN 225661-39-2 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (3 , 4 -dibromo-2 -thienyl) -3- 
methoxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] - , (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-44-9 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 58) -2- [ (IE, 3S) -5- (4-bromo-5-methyl-2- 

thienyl) -3 -me thoxy- 1-pentenyl] -3 , 5-dihydroxycyclopentyl] (52) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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H02Cv 



(CH2)3 




RN 225661-46-1 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (4 -bromo-5 -methyl -2 - 
thienyl) -3 -hydroxy- 1-pentenyl] -3 , 5-dihydroxycyclopentyl] (5Z) -rel- 
(CA INDEX NAME) 



(9CI) 



Relative stereochemistry. 
Double bond geometry as shown. 



HO2C. 



{CH2)3 




RN 225661-48-3 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (3 , 5 -dibromo-2 -thienyl) -3- 
methoxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] - , (5Z) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



HO2C. 



(CH2)3 




RN 225661-51-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (3 , 5-dibromo-2-thienyl) -3- 
hydroxy- 1-pentenyl] -3 , 5-dihydroxycyclopentyl] - , (5Z) -rel- (9CI) (CA INDEX 
NAME) 



Relative stereochemistry. 
Double bond geometry as shown. 
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RN 225661-52-9 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (3 , 4 -dibromo-5 -methyl -2 - 

thienyl) -3 -methoxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] (5Z) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




IT 225661-75-6 225661-77-8 225661-79-0 
225661-82-5 225661-84-7 

RL: RCT (Reactant) / RACT (Reactant or reagent) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs. for use as ocular hypertensive agents) 
RN 225661-75-6 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (4 , 5-dichloro-2-thienyl) -3- 
hydroxy-l-pentenyl] -3, 5-dihydroxycyclopentyl] -, methyl ester, (5Z) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-77-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5-dihydroxy-2 - [ (IE, 3S) -3 -hydroxy-5- (5- 
iodo-3 -methyl- 2 -thienyl) -1-pentenyl] cyclopentyl] -, methyl ester, (5Z) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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Double bond geometry as shown. 
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OH Me 



RN 225661-79-0 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (IE, 3S) -5- (4 -bromo-5 -methyl -2 - 

thienyl) -3 -hydroxy- 1-pentenyl] -3 , 5-dihydroxycyclopentyl] methyl ester, 
(5Z)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-82-5 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ {3R) -5- (2 , 5-dibromo-3-thienyl) -3- 
hydroxypentyl] -3 , 5-dihydroxycyclopentyl] - , methyl ester, (5Z) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



O 




RN 225661-84-7 HCAPLUS 

CN 5-Heptenoic acid, 7 - [ ( IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (IE, 3S) -3 -hydroxy-5 - 
(3,4, 5-trichloro-2-thienyl) -1-pentenyl] cyclopentyl] - , methyl ester, 
(5Z)-rel- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



fay 

Double bond geometry as shown. 
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IT 225661-57-4P 225661-64-3P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(React ant or reagent) 

(preparation of cyclopentane heptan (ene) oic acid, 2 -heteroarylalkenyl 
derivs. for use as ocular hypertensive agents) 
RN 225661-57-4 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -2- [ (1E,3S) -5 - (5 -cyano-2 -thienyl ) -3- 
hydroxy-l-pentenyl] -3 , 5-dihydroxycyclopentyl] methyl ester, (5Z) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 225661-64-3 HCAPLUS 

CN 5-Heptenoic acid, 7- [ ( IR, 2R, 3R, SS) -2- [ (3R) -5- (2 , 5 -dichloro-3 -thienyl) -3- 
hydroxypentyl] -3 , 5-dihydroxycyclopentyl] methyl ester, (5Z) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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OS MARPAT 130:119579 

AB A new method and compns . for the treatment of glaucoma and 
ocular hypertension are described. The method is based 
on the usage of EPl prostanoid receptor agonists which 
effectively reduce the intraocular pressure but have no, or 
reduced effect on iris pigmentation. The prostaglandin analog which is an 
EPl selective agonist is applied topically on the eye. 
ST prostaglandin treatment glaucoma 
IT Prostanoid receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(EPl; prostaglandin derivs . devoid of side effects for 
treatment of glaucoma) 
IT Antiglaucoma agents 
Glaucoma (disease) 
(prostaglandin derivs. devoid of side effects for treatment of 
glaucoma) 
IT Prostaglandins 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prostaglandin derivs. devoid of side effects for treatment of 
glaucoma) 
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IT 4510-16-lP, Pgf2(3 38315-43-4P 219827 -59 - 5P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(prostaglandin derivs . devoid of side effects for treatment of 

glaucoma) 

IT 130225-92-2P 157019-93-7P 219827-55-lP 

219827-63-lP 219827-85-7P 219828-15-6P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) / USES (Uses) 

(prostaglandin derivs. devoid of side effects for treatment of 

glaucoma) 

IT 75-30-9, Isopropyl iodide 75-77-4, Trimethylsilyl chloride, reactions 
456-41-7, 3-Fluorobenzyl bromide 688-73-3, Tributyltin hydride 
1195 -42 -2 , N- Isopropylcyclohexylamine 42 02 - 14 -6 , Dimethyl 
2-oxopropylphosphonate 14924-53-9, Ethyl cyclobutanecarboxylate 
31752-99-5 61305-36-0 149862-39-5 
RL: RGT (Reactant); RACT (Reactant or reagent) 

(prostaglandin derivs. devoid of side effects for treatment of 
glaucoma) 

IT 38754-71-lP 39990-99-3P 62407-82-3P 62407-83-4P 62407-84-5P 

2 1982 7 -77 -7P 219827-83 -5P 2 19827- 87 -9P 

219827- 95 -9P 219827 -98 -2P 21982 8 -01 -OP 

2 1982 8- 09 -8P 2 19828- 13 -4P 

RL: RGT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RAGT 
(Reactant or reagent) 

(prostaglandin derivs. devoid of side effects for treatment of 
glaucoma) 

RE.GNT 5 THERE ARE 5 GITED REFERENGES AVAILABLE FOR THIS REGORD 

RE 

(1) Alcon Laboratories, Inc; WO 9408585 Al 1994 HGAPLUS 

(2) Bays, D; Natural product reports 1990, V7(5), P409 MEDLINE 

(3) Kluender, H; US 4132738 A 1979 HCAPLUS 

(4) Watabe, A; The Journal of Biological Ghemistry 1993, V268(27), P20175 
HGAPLUS 

(5) Woodward, D; Journal of Lipid Mediators 1993, V6 , P545 HCAPLUS 
IT 4510-16-lP, Pgf2p 38315-43-4P 219827-59-5P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RGT (Reactant); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(prostaglandin derivs. devoid of side effects for treatment of 
glaucoma) 
RN 4510-16-1 HGAPLUS 

GN Prosta-5, 13-dien-l-oic acid, 9 , 11 , 15 -trihydroxy- , 
(5Z, 9P, 11a, 13E, 15S) - (9GI) (CA INDEX NAME) 



38754-71-lP 
63295-65-8P 

219827- 90-4P 

219828- 04-3P 



39990-99-3P 
219827-74-4P 

219827- 93-7P 

219828- 07-6P 



Absolute stereochemistry. 
Double bond geometry as shown. 




_^ ^ (CH2)3. 



(CH2)4, 



^C02H 



Me 
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RN 38315-43-4 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (1R,2R,3R) -3 -hydroxy-2 - [(1E,3S) -3 -hydroxy-5 -phenyl - 1- 
pentenyl] -5-oxocyclopentyl] (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 219827-59-5 HCAPLUS 

CN 5-Heptenoic acid, 7 - [ ( IR, 2R, 3R) -2 - [ ( IE) -3 - (1 -butylcyclobutyl ) -3 -hydroxy- 1 - 
propenyl] -3-hydroxy-5-oxocyclopentyl] - , methyl ester, (5Z) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




IT 130225-92-2P 157019-93-7P 219827-55-lP 
219827-63-lP 219828-15-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prostaglandin derivs . devoid of side effects for treatment of 
glaucoma) 
RN 130225-92-2 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (1R,2R,3R) -3 -hydroxy-2 - [ (1E,3S) -3 -hydroxy-5 -phenyl - 1- 
pentenyl] -5-oxocyclopentyl] - , 1-methylethyl ester, (5Z) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 157019-93-7 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9 , 11 , 15-trihydroxy- , 1-methylethyl ester, 
(5Z, 9P, 11a, 13E,15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




Me 



RN 219827-55-1 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R) -2- [ (IE) -3- (1-butylcyclobutyl) -3 -hydroxy- 1 - 
propenyl] -3-hydroxy-5-oxocyclopentyl] -, (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 219827-63-1 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R) -2 - [ (3R) -5 - (3 -f luorophenyl) -3 - 

hydroxypentyl] -3 -hydroxy-5 -oxocyclopentyl] 1-methylethyl ester, (5Z)- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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O 




(CH2)3 



OPr-i 



0 



HO 



RN 219828-15-6 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R) -2 - [ (3R) -5- (3 -f luorophenyl) -3 - 

hydroxypentyl] -3-hydroxy-5-oxocyclopentyl] - , (52)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



L113 ANSWER 5 OF 10 HCAPLUS COPYRIGHT 2 004 ACS on STN 
AN 1997:272439 HCAPLUS 
DN 126:339206 

ED Entered STN: 28 Apr 1997 

TI Prostaglandin effects on the contractility of bovine trabecular meshwork 
and ciliary muscle 

AU Krauss, AchimH.-P.; Wiederholt, Michael; Strum, Annette; Woodward, David 
F. 

CS Allergan, Inc., Irvine, CA, 92612, USA 

SO Experimental Eye Research (1997), 64(3), 447-453 

CODEN: EXERA6; ISSN: 0014-4835 
PB Academic 
DT Journal 
LA English 

CC 2-9 (Mammalian Hormones) 

AB The ocular hypotensive activity of prostaglandins 

(PGs) has previously been demonstrated in various species including man. 

The underlying mechanism of action of prostanoids other than PGF2a 

remains contentious. Because the trabecular meshwork and ciliary muscle 

are believed to have a role in the regulation of aqueous humor outflow, the 

aim of this study was to identify the PG-receptor subtypes present in 

these tissues using receptor-selective agonists. Contractions of isolated 

strips of bovine trabecular meshwork and ciliary muscle were recorded 

isometrically in continuously perfused tissue chambers. Contractile 

activity of PGs was determined relative to a maximally effective concentration 

of 

carbachol (1 \jlM) as a standard agonist. The following prostanoids were 
employed: PGF2a, 17-Ph PGF2a (FP-receptor agonists), 
sulprostone (EP3 > EPl-agonist) , AH13205 (EP2-agonist) , 11-deoxy 
PGEl (non-selective EP-agonist) , and U-46619 (TP-agonist) . The 




HO 
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thromboxane-mimetic U-46619 elicited a strong contraction of the 
trabecular meshwork with the highest concentration (1 ^iM) being almost twice 
as efficacious (186.6%) as the maximal carbachol concentration, whereas the 
effect on the ciliary muscle was small. The U-46619 induced trabecular 
meshwork contraction could be blocked with a potent and selective 
TP-receptor antagonist, 1 m-M SQ29548, indicating the involvement of 
TP-receptors. The other PG-analogs studied had either no or a small but 
statistically significant effect. Thus, 17-Ph PGF2a (1 |iM) 
weakly contracted the ciliary muscle (4.8%), sulprostone (1 ^M) the 
trabecular meshwork (10.1%). 11-Deoxy PGEl (1 and AH13205 (10 

ixm) elicited relaxations in both tissues precontracted with carbachol 
(1 |aM) . The relaxant effects were more pronounced in trabecular 
meshwork (15.6% for 11-deoxy PGEl and 21.4% for AH13205) than ciliary 
muscle (6.8 and 7.4% resp.). PGF2a did not elicit a significant 
response in either tissue. The studies suggest the existence of TP- and 
EP2 -receptors in the bovine trabecular meshwork and potentially FP- and 
EP2 -receptors in the ciliary muscle. In conclusion, thromboxane -mime tics 
and EP2 -agonists have opposing activities on contractile elements in the 
meshwork and may modulate trabecular outflow in a functionally 
antagonistic manner. Prostanoid effects on ciliary muscle appear rather 
modest compared to parasympathomimetic drugs. It is conceivable that 
TP-agonists may substantially affect trabecular outflow. 

ST prostaglandin eye ciliary muscle trabecular meshwork; PGF 2alpha eye 

IT Eye 
Eye 

(ciliary muscle; prostaglandin effects on contractility of bovine 
trabecular meshwork and ciliary muscle) 
IT Muscle 
Muscle 

(ciliary; prostaglandin effects on contractility of bovine trabecular 

meshwork and ciliary muscle) 
IT Prostaglandins 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(prostaglandin effects on contractility of bovine trabecular meshwork 

and ciliary muscle) 
IT Thromboxane receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(prostaglandin effects on contractility of bovine trabecular meshwork 

and ciliary muscle) 

IT Eye 

(trabecular meshwork; prostaglandin effects on contractility of bovine 
trabecular meshwork and ciliary muscle) 
IT 551-11-1, PGF2a 37786-00-8, 11-Deoxy PGEl 

55582-75-7, 17-Phenyl PGF2a 56985-40-1, U-46619 
60325-46-4, Sulprostone 148436-63-9, AH13205 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(prostaglandin effects on contractility of bovine trabecular meshwork 
and ciliary muscle) 
IT 551-11-1, PGF2a 37786-00-8, 11-Deoxy PGEl 
55582-75-7, 17-Phenyl PGF2a 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(prostaglandin effects on contractility of bovine trabecular meshwork 
and ciliary muscle) 
RN 551-11-1 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9 , 11 , 15 - trihydroxy- , 
(5Z,9a,lla,13E,15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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HQ 




RN 37786-00-8 HCAPLUS 

CN Prost-13-en-l-oic acid, 15 -hydroxy- 9- oxo- , (13E,15S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 55582-75-7 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9 , 11 , 15-trihydroxy-17-phenyl- , 
(5Z, 9a, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



HQ 
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TI Pharmacological characterization of prostaglandin-related ocular 

hypotensive agents 
AU Goh, Yasumasa; Kishino, Jun j i 

CS Shionogi Research Laboratories, Toyonaka, 561, Japan 
SO Japanese Journal of Ophthalmology (1994), 38(3), 236-45 

CODEN: JJ0PA7; ISSN: 0021-5155 
PB Japanese Journal of Ophthalmology 
DT Journal 
LA English 
CC 1-2 (Pharmacology) 
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AB The agonistic activity of the prostaglandin (PG) -related ocular 

hypotensive agents, S-1033, UF-021 and PhXA34, to PG receptors was 
investigated by using in vitro tissue responses and binding of 
radio-labeled ligands to membranes. UF-021 and PhXA34, which are both 
1-iso-Pr esterified forms, were examined mainly in a free acid form. The 
agonistic activity to PGD2 and PGI2 receptors, examined using inhibition of 
ADP-induced aggregation of guinea pig platelets, was negligible for all 
three compds . None showed substantial agonistic activity to TXA2 
receptor, as determined from contractions of rat thorax aorta. PhXA34 showed 
significant PGE2 agonistic activity. Among the three 
PGE2 receptor subtypes, the agonistic activity to EPl 
and EP2 receptors was about 1/1000 and 1/2 000 of PGE2 , as determined 
from contraction of guinea pig longitudinal and circular ileum strips, 
resp. The other two compds. showed little agonistic activity (<1/100 000 
of PGE2) to these receptors. The agonistic activity to 
PGF2a receptors, as determined from contraction of cat iris sphincter 
strips, was substantial for S-1033 and PhXA34, being 1/45 and 1/2 of 
PGF2a, resp., but weak for UF-021 (1/1600). To further investigate 
the affinity of the three compds. to PGE2 and PGF2a 
receptors, inhibition of [3H] PGE2 . alpha . binding was examined with 
membrane fractions of bovine adrenal medulla which possesses EP3 type 
PGE2 receptors and bovine corpus luteum which has PGF2a 
receptors. The activity of PhXA34 for inhibiting [3H]PGE2 
binding was about 1/2000 of PGE2 . S-1033 and UF-021 did not 
significantly inhibit [3H] PGE2 binding within the range examined 
(<<l/2000 of PGE2) . The activity to inhibit [3H]PGF2a 
binding was strong for PhXA34 (about the same as that of PGF2a) , 
while the activity for S-1033 and UF-021 was about 1/34 and <l/280 of 
PGF2a, resp. These results indicate that the specificity to 
PGF2a receptor is the highest for S-1033 followed by PhXA34 although 
the activity to this receptor is stronger for the latter compound UF-021 
has only a weak agonistic activity to PGF2a receptors , 

ST S1033 UF021 PhXA34 prostaglandin thromboxane receptor; eye 
hypotensive S1033 UF021 PhXA34 prostaglandin 

IT Prostaglandin receptors 
Thromboxane receptors 

RL: BPR (Biological process); HSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(ocular hypotensive agents S-1033, UF-021, and 

PhXA34 agonistic activity to prostaglandin and thromboxane receptors) 
IT Glaucoma (disease) 

(ocular hypotensive agents S-1033, UF-021, and 

PhXA34 agonistic activity to prostaglandin and thromboxane receptors in 
relation to glaucoma treatment) 
IT Receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(prostaglandin, ocular hypotensive agents S-1033, 

UF-021, and PhXA34 agonistic activity to prostaglandin and thromboxane 
receptors) 
IT Receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(thromboxane, ocular hypotensive agents S-1033, 

UF-021, and PhXA34 agonistic activity to prostaglandin and thromboxane 
receptors) 

IT 120373-24-2, UF-021 138282-73-2, S-1033 
155551-81-8, PhXA34 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(ocular hypotensive agents S-1033, UF-021, and 

PhXA34 agonistic activity to prostaglandin and thromboxane receptors) 
IT 120373-24-2, UF-021 138282-73-2, S-1033 
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155551-81-8, PhXA34 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(ocular hypotensive agents S-1033, UF-021, and 

PhXA34 agonistic activity to prostaglandin and thromboxane receptors) 
RN 120373-24-2 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5-dihydroxy-2 - (3 - 

oxodecyl) cyclopentyl] 1-methylethyl ester, (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 13 8282-73-2 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9 , 11-dihydroxy- , monosodium salt, 
(5Z,9a,lla,13E) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
Double bond geometry as shown. 



HO 




• Na 

RN 155551-81-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [3 , 5-dihydroxy-2 - (3 -hydroxy-5- 
phenylpentyl) cyclopentyl] - , 1-methylethyl ester (9CI) (CA INDEX NAME) 




CH2— CH=CH- (CH2) 3-C-OPr-i 
OH 



CH2- CH2- CH- CH2- CH2- Ph 
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DN 120 :290654 

ED Entered STN: 11 Jun 1994 

TI Studies on the ocular hypotensive effects of 

prostaglandin F2a prodrugs and receptor selective prostaglandin 
analogs 

AU Woodward, David F.; Chan, M. P.; Burke, J. A.; Cheng -Bennett , A.; Chen, 
G.; Fairbairn, C. E.; Gac, T. / Garst, M. E.; Gluchowski, C; et al . 

CS Dep. Biochem., Allergan, Inc., Irvine, CA, USA 

SO Journal of Ocular Pharmacology (1994), 10(1), 177-93 
CODEN: JOPHER; ISSN: 8756-3320 

DT Journal 

LA English 

CC 2-9 (Mammalian Hormones) 

AB The use of natural prostaglandins (PG) , such as PGD2 , PGE2 , 
PGF2a, and PGI2, for treating glaucoma is limited by their 
ocular side effects. One approach to achieve the required separation 
of ocular hypotensive activity from side effects is to 
employ ester prodrugs. From a novel series of 11- and 15-mono and 
11,15-diacyl esters of PGF2a the authors identified prodrugs where 
PGF2a formation rates in the iris-ciliary body exceeded those in the 
conjunctiva, sclera, and corneal endothelium. Compared to 
PGF2a-l-iso-Pr ester the ocular tissue hydrolysis rates of 
the 11-monopivaloyl, the 11, 15-dipivaloyl ester and the 1,11-lactone were 
<1000-fold less. Despite this large disparity in hydrolysis rates, 
the pivaloyl esters and the 1,11-lactone were potent ocular 
hypotensives in the authors' animal models. In studying 
prostaglandin analogs, the authors found that a diverse variety of 
prostanoid receptor selective agonists lowered intraocular 
pressure in dogs and/or monkeys. These included DP-, EP1-, 
EP2-, EP3-, and FP-receptor-selective compds . The receptor selectivity of 
these agonists was reexamd. by radioligand binding studies. Using 
radiolabeled PGE2, 17 -Ph PGF2a, and sulprostone the 

authors were able to confirm the selectivity of the agonists currently 
used for receptor characterization directly by radioligand binding 
competition studies. It appears that multiple prostanoid receptor 
subtypes may be involved in regulating intraocular pressure. 
ST prostanoid receptor subtype intraocular pressure; PGF 2alpha 

prodrug ocular hypotensive 
IT Eye, metabolism 

(conjunctiva, PGF2a formation from ester prodrugs in) 
IT Eye, metabolism 

(cornea, epithelium, PGF2a formation from ester prodrugs in) 
IT Eye, metabolism 

(cornea, stroma, PGF2a formation from ester prodrugs in) 

IT Eye 

(intraocular fluid, PGF2a prodrugs hypotensive 

effect on) 
IT Eye, metabolism 

(iris-ciliary body, PGF2a formation from ester prodrugs in) 
IT Uterus, composition 

(myometrium, prostanoid receptors of, prostanoid ligands interaction 
with) 
IT Receptors 

RL: BIOL (Biological study) 

(prostaglandin, subtypes, of ocular tissues, intraocular pressure 
modulation by) 
IT Prostaglandins 

RL: BIOL (Biological study) 

(receptors, subtypes, of ocular tissues, intraocular pressure 
modulation by) 
IT 363-24-6, PGE2 40666-16-8, Fluprostenol 

41598-07-6, PGD2 60972-43-2, MB 28767 148436-63-9, AH 13205 
RL: BIOL (Biological study) 
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(myometrium prostanoid receptors interaction with) 
IT 37786-00-8, 11-Deoxy PGEl 53764-90-2 55314-48-2, 
PGF2a 1,9-lactone 55314-49-3, PGF2a 1,15-lactone 
55582-75-7, 17-Phenyl PGF2a 56985-40-1, U 46619 
60325-46-4, Sulprostone 62410-84-8, PGF2a 1,11-lactone 
134217-11-1 135273-39-1 135273-43-7 
137143-41-0 154 8 87-01-1 154 887-02-2 
RL: PRP (Properties) 

(ocular hypotensive effect of) 
IT 551-11-1, PGF2a 

RL: BIOL (Biological study) 

(prodrug hydrolysis to, in eye, ocular 
hypotensive effect of) 
IT 363-24-6, PGE2 40666-16-8, Fluprostenol 
60972-43-2, MB 28767 
RL: BIOL (Biological study) 

(myometrium prostanoid receptors interaction with) 
RN 363-24-6 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 11 , 15-dihydroxy-9-oxo- , 
(5Z, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



Q 




CO2H 



Me 



OH 



RN 40666-16-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5-dihydroxy-2- [ (IE, 3R) -3 -hydroxy-4 - [3- 
(trif luoromethyDphenoxy] -1-butenyl] cyclopentyl] (5Z) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 60972-43-2 HCAPLUS 

CN Cyclopentaneheptanoic acid, 2- [ (1E,3R) -3-hydroxy-4-phenoxy-l-butenyl] -5- 
OXO-, (lS,2S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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OH 



IT 37786-00-8, 11-Deoxy PGEl 53764-90-2 55582-75-7 
, 17-Phenyl PGF2a 134217-11-1 135273-39-1 
135273-43-7 

RL: PRP (Properties) 

(ocular hypotensive effect of) 
RN 37786-00-8 HCAPLUS 

CN Prost-13-en-l-oic acid, 15 -hydroxy- 9- oxo- , (13E,15S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



q 




Me 



OH 



RN 53 764-90-2 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9 , 11 , 15 -trihydroxy- , 1-methylethyl ester, 
(5Z,9a,lla,13E,15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry as shown. 



HO 




Me 



RN 55582-75-7 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9, 11 , 15 -trihydroxy- 17 -phenyl - , 
(5Z, 9a, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 134217-11-1 HCAPLUS 

CN Prosta-5, 13 -dien-l-oic acid, 15- (2 , 2 -dimethyl -1-oxopropoxy) -9, 11 -dihydroxy- 
, (5Z, 9a, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry as shown. 



HQ 




O 



RN 135273-3 9-1 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 11, 15-bis (2, 2 -dimethyl - 1-oxopropoxy) -9- 
hydroxy-, (5Z , 9a, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 135273-43-7 HCAPLUS 

CN Prosta-5 , 13-dien-l-oic acid, 11- (2 , 2 -dimethyl- 1 -oxopropoxy) -9, 15 -dihydroxy- 
, (5Z, 9a, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 



fay - 09 / 445919 



Page 42 



HQ 




0 



IT 551-11-1, PGF2a 

RL: BIOL (Biological study) 

(prodrug hydrolysis to, in eye, ocular 
hypotensive effect of) 
RN 551-11-1 HCAPLUS 

CN Prosta-5 , 13 -dien-l-oic acid, 9,11, 15 -trihydroxy- , 
(5Z, 9a, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



HO 




Me 
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TI Intraocular pressure effects of selective prostanoid receptor agonists 
involve different receptor subtypes according to radioligand binding 
studies 

AU Woodward, David P.; Lawrence, Ruth A.; Fairbairn, Casey E.; Shan, Tanwir; 

Williams , Linda S . 
CS Dep. Biol. Sci., Allergan, Inc., Irvine, CA, 92713-9534, USA 
SO Journal of Lipid Mediators (1993), 6(1-3), 545-53 

CODEN: JLMEEG; ISSN: 0921-8319 
DT Journal 
LA English 

CC 2-9 (Mammalian Hormones) 

AB The receptors involved in the ocular hypotensive 
activity PGE2 and PGF2a in dogs and monkeys were 

investigated by examining the effects of putative receptor selective agonists 

on intraocular pressure. A diverse variety of receptor 

selective agonists lowered intraocular pressure in these 

species. Thus, FP-receptor agonists (17-Ph PGF2a, fluprostenol) , 

agonists with potent activity at the EP3 receptor (MB 28767, sulprostone) 

and a prostanoid with activity at the EP2 receptor (11-deoxy PGEl) were 

all potent ocular hypotensives when administered as a 

single dose to dogs and monkeys or b.i.d. for 5 days in monkeys. These 
findings were regarded as surprising and prompted re -exam, of some aspects 
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of the current classification for prostanoid receptors. At present 
certain receptor subtypes, notably EP2, EP3 , and FP receptors, are defined 
only according to potency rank order for agonists. In these studies, the 
authors employed radioligand binding studies to determine the degree of 
competition between prostanoid agonists claimed to be selective on the 
basis of functional assays. Competition studies with the myometrial 
plasma membrane prepared from the rat uterus were consistent with the 
presence of an EP3 receptor. Thus, EP3 -receptor agonists (MB 2 8767 and 
sulprostone) potently inhibited PGE2 and sulprostone binding, 
whereas FP agonists {17-Ph PGF2a, f luprostenol) , a DP agonist (BW 
245C) , an EPl antagonist (AH 6809), and EP2 agonist (AH 13205) 
and TP-receptor ligands (BM 13505, I-BOP) afforded little or no 
inhibition. Radioligand binding studies in plasma membrane prepns . from 
the rat colon with 17-Ph t3H] PGF2a were consistent with the presence 
of an FP-receptor. 17-Ph [3H] PGF2a was potently displaced by 
PGF2a, whereas only very weak competition at the receptor site was 
afforded by EP3 agonists (MB 28767, sulprostone) . The results are 
consistent with the existence of EP3 and FP receptors as distinct 
entities. The findings also imply that the decrease in 
intraocular pressure produced by FP and EP3 agonists results from 
stimulation of two independent subpopulations of prostanoid receptors. 

ST eye intraocular pressure prostaglandin receptor agonist 

IT Eye 

(intraocular pressure of, prostaglandin receptor subtypes in regulation 
of) 

IT Prostaglandins 

RL: BIOL (Biological study) 

(EP3 receptors, in eye intraocular pressure regulation) 
IT Prostaglandins 

RL: BIOL (Biological study) 

(FP receptors, in eye intraocular pressure regulation) 
IT Receptors 

RL: BIOL (Biological study) 

(prostaglandin EP3 , in eye intraocular pressure regulation) 
IT Receptors 

RL: BIOL (Biological study) 

(prostaglandin FP, in eye intraocular pressure regulation) 
IT 37786-00-8, 11-Deoxy PGEl 40666-16-8, Fluprostenol 

55582-75-7, 17-Phenyl PGF2a 60325-46-4, Sulprostone 

60972-43-2, MB 28767 

RL: BIOL (Biological study) 

(eye intraocular pressure decrease by) 
IT 37786-00-8, 11-Deoxy PGEl 40666-16-8, Fluprostenol 
55582-75-7, 17-Phenyl PGF2a 60972-43-2, MB 28767 
RL: BIOL (Biological study) 

(eye intraocular pressure decrease by) 
RN 37786-00-8 HCAPLUS 

CN Prost-13-en-l-oic acid, 15 -hydroxy- 9 -oxo- , (13E,15S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 4 0666-16-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (1R,2R, 3R; 5S) -3 , 5-dihydroxy-2 - [ (IE, 3R) -3 -hydroxy-4 - [3- 
(trif luoromethyl) phenoxy] -1-butenyl] cyclopentyl] -, (5Z) -rel- (9C1) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 55582-75-7 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9 , 11 , 15-trihydroxy-17-phenyl- , 
(5Z, 9a, 11a, 13E, 15S) - {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 60972-43-2 HCAPLUS 

CN Cyclopentaneheptanoic acid, 2- [ (1E,3R) -3-hydroxy-4-phenoxy-l-butenyl] -5- 
OXO-, (lS,2S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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OS MARPAT 113:205515 

AB Ophthalmol . compns . for topical treatment of glaucoma or 
ocular hypertension comprise, in an Ophthalmol, 

compatible carrier, an effective amount of a derivative of PGA, PGB, PGD, PGE, 
or PGF having an oo-chain C13BC14DR2 [B is a single, double, or 
triple bond between C13 and C14; D = (un) substituted CI -10 chain 
optionally interrupted by 0, S, or N; R2 = (un) substituted ring] . Thus, 
crude 15- (R, S) -17-phenyl-18 , 19 , 20-trinor-PGF2a (preparation given) was 
esterified and purified by column chromatog. to give 15- (R) - 17 -phenyl - 
18, 19, 20-trinor-PGF2a isopropyl ester (I) in 46% yield. I (10 
lag) reduced intraocular pressure in healthy human volunteers 
to 11.2 mm Hg 8 h after administration (control = 15 . 1 mm Hg at 8 h) . I 
and other prepared prostaglandin derivs . all significantly reduced 
intraocular pressure without significant irritating effect ( 
ocular discomfort); 2 of the derivs. caused little, if any, 
conjunctival/episcleral hyperemia in man. 
ST prostaglandin deriv glaucoma treatment; PGF deriv 

glaucoma treatment 
IT Glaucoma (disease) 

(treatment of, with prostaglandin derivs.) 
IT Prostaglandins 

RL: PREP (Preparation) 

(A, 18 , 19 , 20-trinor- , 13 , 14 -dihydro-17-Ph, alkyl esters, preparation of, for 
glaucoma treatment) 
IT Prostaglandins 

RL: PREP (Preparation) 

(A, 18, 19, 20-trinor- , 15 -dehydro-17 -Ph, alkyl esters, preparation of, for 
glaucoma treatment) 
IT Prostaglandins 

RL: PREP (Preparation) 

(E, 18, 19, 20-trinor- , 13 , 14-dihydro-17-Ph, alkyl esters, preparation of, for 
glaucoma treatment) 
IT Prostaglandins 

RL: PREP (Preparation) 

(E, 18, 19, 20-trinor- , 15 -dehydro-17 -Ph, alkyl esters, preparation of, for 
glaucoma treatment) 
IT Prostaglandins 
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RL : PREP (Preparation) 

(F, 18, 19, 20-trinor- , 13 , 14 -dihydro- 17 -Ph, alkyl esters, preparation of, for 
glaucoma treatment) 
IT Prostaglandins 

RL: PREP (Preparation) 

(F, 18, 19,20-trinor-, 15 -dehydro- 17-Ph, alkyl esters, preparation of, for 
glaucoma treatment) 
IT 38315-43-4, 17-Phenyl-18 , 19 , 20-trinor PGE2 
38315-48-9 38344-08-0 51705-19-2 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(esterif ication of, in preparation of prostaglandin derivative for 
glaucoma treatment) 
IT 38754-71-lP 41639-72-9P 52343-56-3P 88257-37-8P 130209-85-7P 
130273-88-OP 130273-89-lP 130273-90-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reaction of, in prostaglandin derivative preparation for 

glaucoma treatment) 
IT 130209-75-5P 130209-76-6P 130209-77-7P 

130209-78-8P 130209-79-9P 130209-81-3P 
130209-82-4P 130209-83-5P 130209-84-6P 
130225-92-2P 130273-87-9P 
RL : PREP (Preparation) 

(preparation of, for glaucoma treatment) 
IT 31752-99-5 130209-80-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, in preparation of prostaglandin derivative for glaucoma 

treatment) 

IT 41162-19-0, Dimethyl-2-oxo-4-phenylbutyl phosphonate 52344-42-0 
61263 - 11-4 , Dimethyl -2 -oxo- 6 -phenyl -hexylphosphonate 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, in prostaglandin derivative preparation for glaucoma 
treatment) 

IT 75-30-9, Isopropyl iodide 41029-44-1, Isopropyl triflate 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with prostaglandin, in prostaglandin derivative preparation 

for 

glaucoma treatment) 
IT 38315-43-4, 17-Phenyl-18 , 19 , 20-trinor PGE2 
38315-48-9 38344-08-0 51705-19-2 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(esterif ication of, in preparation of prostaglandin derivative for 
glaucoma treatment) 
RN 38315-43-4 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R) -3 -hydroxy-2 - [ (IE, 3S) -3 -hydroxy -5-phenyl - 1- 
pentenyl] -5-oxocyclopentyl] -, (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 38315-4 8-9 HCAPLUS 

CN 5-Heptenoic acid, 7 - [ ( IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (IE, 3S) -3 -hydroxy-4 - 
phenyl - 1 -butenyl ] cyclopentyl] (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 38344-08-0 HCAPLUS 

CN 5-Heptenoic acid, 7- [ ( IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [(1E,3S) -3 -hydroxy-5 - 
phenyl -1-pentenyl] cyclopentyl] -, (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 51705-19-2 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (1E,3R) -3 -hydroxy-4 - 
phenoxy-l-butenyl] cyclopentyl] - , (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




fay - 09 / 445919 



Page 4 9 



IT 130273-90-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reaction of, in prostaglandin derivative preparation for 
glaucoma treatment) 
RN 130273-90-4 HCAPLUS 

CN 5-Heptenoic acid, 7- [3 , 5-dihydroxy-2 - (3 -hydroxy-S-phenyl-l- 
pentenyl) cyclopentyl] - (9CI) (CA INDEX NANE) 




CH2— CH=CH— (CH2)3— CO2H 
OH 



CH= CH- CH- CH2- CH2- Ph 



IT 130209-75-5P 130209-76-6P 130209-77-7P 
130209-78-8P 130209-81-3P 130209-82-4P 
130209-83-5P 130209-84-6P 130225-92-2P 
130273-87-9P 

RL: PREP (Preparation) 

(preparation of, for glaucoma treatment) 
RN 13 0209-75-5 HCAPLUS 

CN 5-Heptenoic acid, 7- [3 , 5-dihydroxy-2- (3 -hydroxy-4 -phenyl-l- 
butenyl) cyclopentyl] - , 1-methylethyl ester, [IR- 
[la{Z) ,2P(1E,3S*) ,3a,5a] ] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 





RN 130209-76-6 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5 -di hydroxy -2 - [ (IE, 3S) - 3 -hydroxy-5 - 
phenyl -1-pentenyl] cyclopentyl] - , 1-methylethyl ester, (5Z) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry . 
Double bond geometry as shown. 
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RN 130209-77-7 HCAPLUS 

CN 5-Heptenoic acid, 7- [ (IR, 2R, 3R, 5S) -3 , 5 -dihydroxy-2 - [ (IE) -3 -oxo-5 -phenyl - 1 - 
pentenyl] cyclopentyl] - , 1 -methyl ethyl ester, (5Z) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 130209-78-8 HCAPLUS 

CN 5-Heptenoic acid, 7- [3 , 5-dihydroxy-2- (3 -hydroxy-4 -phenoxy-l- 
butenyl) cyclopentyl] - , 1-methylethyl ester, [IR- 
[la(Z) ,2P(1E,3R*) ,3a,5a] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



PhO' 




RN 130209-81-3 HCAPLUS 

CN 5-Heptenoic acid, 7- [3 , 5 -dihydroxy-2 - [3 -hydroxy-4 - (4 -met hoxyphenyl) -1- 
butenyl] cyclopentyl] - , 1-methylethyl ester, [IR- 
[la(Z) ,2p(lE,3S*) ,3a,5a] ] - (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
Double bond geometry as shown. 



HO, 




o 



RN 130209-82-4 HCAPLUS 

CN 5-Heptenoic acid, 7 - [ (IR, 2R, 3R, 5S) -3 , 5-dihydroxy-2- [ (3R) -3 -hydroxy- 5- 

phenylpentyl] cyclopentyl] 1-methylethyl ester, (5Z) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 130209-83-5 HCAPLUS 

CN 5-Heptenoic acid, 7 - [3 , 5 -dihydroxy-2 - (3 -hydroxy-6-phenyl -1- 
hexenyl) cyclopentyl] -, 1-methylethyl ester, [IR- 
[la(Z) ,2p(lE,3S*) ,3a,5a] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

^ (CH2) 3 .-OH 




RN 13 0209-84-6 HCAPLUS 

CN 5-Heptenoic acid, 7- [3 , 5 -dihydroxy-2 - (3 -hydroxy- 7 -phenyl -1- 
heptenyl) cyclopentyl] - , 1-methylethyl ester, [IR- 
[la(Z) ,2P(1E,3S*) ,3a,5a] ] - (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
Double bond geometry as shown. 




RN 130225-92-2 HCAPLUS 

CN 5-Heptenoic acid, 7 - [ (IR, 2R, 3R) -3 -hydroxy- 2 - [ (IE, 3S) -3 -hydroxy- 5-phenyl-l- 
pentenyl] -5-oxocyclopentyl] - , 1-methylethyl ester, (5Z) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




O 



RN 130273-87-9 HCAPLUS 

CN 5-Heptenoic acid, 7- [3 , 5 -dihydroxy-2 - (3 -hydroxy-5 -phenyl - 1- 
pentenyl) cyclopentyl] - , 1-methylethyl ester, [IR- 
[la(Z) ,2p(lE,3R*) ,3a,5a] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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agents. 3. Prostaglandin A2 -1-isopropyl ester is the most potent 
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Intraocular pressure reduction can be achieved in normotensive cat 
eyes with the use of even lower doses of PGA2 - 1-iso-Pr ester 
(PGA2-IE) (I) than with PGA2 , PGF2a-l-iso-Pr ester (PGF2a-IE) , 
or any other known ocular hypotensive agent . 

Furthermore, single applications of 0.5 of I maintain lOP redns . for 
<24 h. This hypotensive effect is enhanced during the 

first 3-5 days of daily treatment. lOP redns. were maintained for several 
months as long as I was applied daily or at least once every 4 8 h. None 
of the cats manifested signs of discomfort in response to treatment with 
doses ranging 0.10 - 1.25 ng I. Moreover, the extent of anterior 
chamber flare was less than that typically observed after the topical 
application of hypotensive doses of PGE2, PGD2 , 
PGF2a, or the esters or tromethamine salt of PGF2a. Although 
it is possible that the human eye would respond differently to 
prostaglandins of the A type, I or other esters of derived PGs of the A 
type, and probably the B type, may offer therapeutic advantages over the 
PGF2a tromethamine salt and PGF2a-IE, which have been shown to 
exert hypotensive effects on normal and glaucomatous 
human eyes • 

prostaglandin A ester ocular hypotensive; PGA2 
isopropyl ester intraocular pressure; glaucoma PGA2 
isopropyl ester 
Eye 

(intraocular pressure of, PGA2 iso-Pr ester decrease of) 
Glaucoma (disease) 

(treatment of, with PGA2 iso-Pr ester) 
Prostaglandins 
RL: BIOL (Biological study) 

(A, esters, eye intraocular pressure decrease by) 
363-24-6; PGE2 13345-50-1, PGA2 13367-85-6, PGB2 
38562-01-5, PGF2a-THAM 53764-90-2 114084-85-4 
RL: BIOL (Biological study) 

(eye intraocular pressure decrease by) 
363-24-6, PGE2 38562-01-5, PGF2a-THAM 
53764-90-2 

RL: BIOL (Biological study) 

(eye intraocular pressure decrease by) 
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RN 363-24-6 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 11 , 15-dihydroxy-9-oxo- , 
(5Z, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




Me 



RN 3 8562-01-5 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 

(52, 9a, 11a, 13E, 15S) - , compd. 

1, 3 -propanediol (1:1) (9CI) 

CM 1 

CRN 551-11-1 
CMF C2 0 H34 05 

Absolute stereochemistry. 
Double bond geometry as shown. 



HO 




9,11, 15-trihydroxy- , 
with 2-amino-2- (hydroxymethyl) - 
(CA INDEX NAME) 



CM 2 



CRN 77-86-1 
CMF C4 Hll N 03 



NH2 

HO- CH2- C- CH2- OH 
CH2— OH 

RN 53764-90-2 HCAPLUS 

CN Prosta-5, 13-dien-l-oic acid, 9 , 11, 15-trihydroxy- , 1-methylethyl ester, 
(5Z, 9a, 11a, 13E, 15S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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